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AB The present invention provides an aqueous composition comprising a thiazole 
derivative 

or a pharmaceutical^ acceptable salt thereof, and an additive selected 
from the group consisting of polyol, sugar, sugar ale, boric acid or its 
salt, and water. The aqueous composition is very stable and can be stored for 

a 

long time. For example, a 0.3% aqueous solution of N- [4- [2- [4- 
[ [amino (imino) methyl] amino] phenyl] ethyl] -5- [4- ( methyl sulfonyl) benzyl] -1,3- 
thiazol-2-yl] acetamide (I) (pH 6) was prepared using HC1 acid and an 
additive selected from glycerin 2.5%, mannitol 4.7%, or boric acid 1.68%. 
The solution was stored at 40° in the low-d. polyethylene container. 
The concentration of the thiazole compound I after 1 mo, 3 mo, and 6 mo was 
105.4, 

110.6 and 112.3% of the original 100% concentration of I for glycerin, 103.7, 
108.4 and 109.6% for mannitol, and 104.9, 106.2, and 108.2% for boric 
acid, resp. 
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AB A method for treating a vascular hyperpermeable disease (except macular 
edema) , comprises administration of a vascular adhesion protein- 1 (VAP-1) 
inhibitor in an amount sufficient to treat said patient for said disease. 
Thus, N- [4- [2- (4-aminophenyl) ethyl] -1, 3 -thiazol-2 -yl] acetamide (preparation 
given) was refluxed with HC1 and cyanamide in EtOH for 26 h to give title 
compound (I). I inhibited human plasma VAP-1 (SSAO) with IC50 = 0.15 uM. 
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II 



AB Title compds. of formula R1NHXYZ [I; wherein Rl = acyl; X = a bivalent 
(un) substituted thiazole; Y = a bond, alkylene, alkenylene, COHN; Z = 

2- aminobenzimidazolyl, C6H4-R2; R2 = ABDE; A = a bond, alkylene, NH, S02 ; 
B = a bond , alkylene, CO, O; D = a bond, alkylene, NH, CH2NH ; E = 

(un) protected amino, N=CH2, dihydrothiazol-2 -yl , dihydroimidazol-2 -yl , 
C(=NH)R3; R3 = H, alkyl(thio), NHR4 ; R4 = H, NH2 , alkyl ; and 
pharmaceutically acceptable salts thereof] were prepared as vascular 
adhesion protein- 1 (VAP-1) inhibitors. For example, cycloaddn. of 

3- chloro-2-oxopropyl acetate and thiourea in EtOH gave 
(2-amino-l, 3 -thiazol-4 -yl) methyl acetate»HCl, which was amidated with 
acetyl chloride using pyridine in CH2C12 . Deprotection of 

[2- (acetylamino) thiazol-4 -yl] methyl acetate using K2C03 in MeOH, followed 
by reaction of the resulting ale. with Mn02 in MeOH/CHC13 provided 
N- (4 -f ormylthiazol-2-yl) acetamide . Coupling of the aldehyde with 
1- (bromomethyl) -4 -nitrobenzene in the presence of PPh3 and t-BuOH in DMF 
gave N- [4- [ (Z) -2- (4-nitrophenyl) ethenyl] thiazol-2 -yl] acetamide, which was 
reduced to the amine with Pd/C in MeOH/THF/AcOH . Finally, coupling of the 
amine with cyanamide in the presence of HC1 in EtOH/EtOAc afforded II. 
The latter inhibited VAP-1 enzyme (SSAO) activity in both human and rat 
plasma (IC50 = 0.15 and 0.012 \M, resp.), but not the enzyme 
activities of other amine oxidases (IC50 >100uM) , such as human 
platelet monoamine oxidase (MAO) and cloned diamine oxidase (DAO, 
histaminase) . Treatment of diabetic rats daily with II (10 mg/kg/ s.c. 
u.i.d.) improved their ocular permeability in comparison with the diabetic 
control group (vitreous/plasma ratio of fluorescein conens . = 5.39 ± 
0.73 xlO-3 and 8.93 ± 1.14 xl0-3, resp.). Thus, I and their 

pharmaceutical compns. are useful for preventing or treating VAP-1 associated 
diseases, especially macular edema (no data) . 
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AB The present invention provides an aqueous composition comprising a 

thiazole derivative of the formula (I): R . sup . 1- -NH- -X- -Y-Z (I) wherein 
each symbol is as defined above, or a pharmaceutically acceptable salt 
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composition is very stable and can be stored for a long time. 
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X--Y-Z (I) wherein each 
symbol is as defined in the specification, or a pharmaceutically 
acceptable salt thereof useful as a vascular adhesion protein- 1 (VAP-1) 
inhibitor, a pharmaceutical composition, a method for preventing or 
treating a VAP-1 associated disease, especially macular edema, which 
method includes administering an effective amount of the compound or a 
pharmaceutically acceptable salt thereof to a mammal, and the like. 
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